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aft 

&mmmM<o!&mtomBm<D7>z u Wisest 5» 
mM^x&*),m&<D^m&£^%.zimm%:£. mtit^mm. 23. 401 (1996) ] . 
#£&bT;fc>K wmmim&m&mmco 8 0-9 o%©»j£#$j-r£>o 
v>mm*im^tz'&, m*%i*zi&*xmmte7>\*n7>3m&&£teK>. 
mtm<m*ti~z\M> immmz.. mtitrnm^ 23. 401 (1996) i 

il-fb^SU 23- 418 (1996) ] o 7> H D>y>«c#ttffi«*T> K n^>* 

v«i7*?Ug-e&£ Shionogi carcinoma 115 t± v £3Ii$&itJgcD-7'> K >3h£ 

BUSlM^^^^^^i: bT$f7ST-^2> [Koga, M. et al., Journal of Steroid 
Biochemistry and Molecular Biology, 54, 1 (1995) ] o Shionogi carcinoma 115 

mm&&<D7> Yuyy&ft>&^*?*%imnM sc-3 <ttK utmmmmmm* 

(Fibroblast Growth Factor WT> FGF £V&$Z?Z>) 77 K U — ©Jf5SH^-e$) 5 
FGF-8##8fl;*ft, FGF-8 &7> h* n>f>i£&&^V7s$immffl, SC-3 M-W?^ 
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yifJilia^PTrfoSZ. t.t?BM < b fr£'fc-3tz [Tanaka, A. etal., Proceeding of National 
Academy of Science USA, 89, 8928 (1992) ] » *r— h 2 ? 4 >mMm^-t\±, MM 

FGF-8 li*;i/^>ffc#tf);&b hm^LBB^oymW^^tiX^^ [Tanaka, A. et 
al., Cancer Research, 58, 2053 (1998) ] „ T> KDyvflcSttT^xaStt 
Shionogi carcinoma 115 ti>e>7> b'U>f>&m&T2>Z-tlz£ D> 7>>'D>f>lp{{t 
#&Jffi^§££b£d2i£ J IR«£*i"C^-5 [Kitamura, Y. etal., Cancer Research, 39, 
4713 (1979)] o WLT> H n ^ >#fe$ttIii!P ^ V 7 ?LSHfia CAD021 

[Noguchi, S. et al., Journal of Steroid Biochemistry,32, 479 (1989) ] £<fc 
UTls Y □ f ~^ OXfLffiMM SC-4 [Nonomura, N. , et al., Cancer 

Research,48, 4904 (1988) ] ^il^tlTV^So Ufrbft#£s T> K P^>!M* 
#£fev £ X fimmm SC-4 & £ CAD021 €> g£~r 5 it 5gH^ £ o 1 > T &MW ZtlX^ 

7***-K>tt* rtfTSm-iK^Ba#J$t*>>l,^> FSH#sfc{!&t@^i:bT ft 
[Vale, W., et al., Nature, 231, 776 (1986) ] 0 T^^t:>{±l 4*uV)Vh 

= v hlZt±/3A&&V0B<D2Mmii s &&l,X^2>&. 3ii®^v-^Ai3A, 
/?B/?B, /3A/?B#*Bi££*U ^ftW^?^b>A (£A/?A) . :P^b>B 
(/3B/3B) s 7^ft>AB (/3A^B) £Mfr££ftTlN£ [Vale, W., et al., 
Peptide growth factors and their receptors II, Editor Sporn, M.B. & Roberts, 
A.B., Springer &T»J (1990) ] 0 

d ft £ 1 T t * K > <7>$Sf6 t VX fciu fliSTSifc FSH #&}<£M> ?ft^#<bf3S3ik 
#Ji&M©&£*^ U V^lliSMtf^^fB^ftTV^ [Vale, W., et 

al. , Peptide growth factors and their receptors II, Editor Sporn, M.B. & Roberts, 
A. B., Springer ttffl (1990) ] T> h* u^^m^Um(DmmMM^m\±^h 
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[Ueno, N. et al., Proceeding of National Academy of Science USA, 84, 8282 
(1987) ] o 7* 'J X^f>li7^/f if^C^tt^b [Nakamura, T., et al., 
Science, 247, 836 (1990) ] , 7**- £>r£t4£ #*P-T StfUB^lTc: t&m-gZ 
tiX^Z [Kogawa, K., et al., Endocrinology, 128, 1434 (1991) ] o Ufrb&# 

izmmmmm&£vftmm&&is!>*>tix^Zo 7>Kp>r>te#i4B«&e> 

#{&#t4,«^<£>^<b £^ - * — -T 5 ^®r;5i£#M £ tit v % £<, 
<££tev>>*¥Ug*aifc SC-4 CAD021 *p\ Sfiiit^TO NIH3T3 &«fct>*T> b* D>f 

>#^#t*v^x?L^« sc-4 «oit?ts<sji-rsii5ie^T*$)S7'^^ii>^ 

m&TZZ^ 2m(D7>73-\±> (77?-\Z>A : /3A/3A, T*^t>B : /3B/3 
B. 7^£>AB : /3A/3B) ©*T% t < lZ7??-\Z>B&*.V7>7l-V> A £ 
T^^t> B i:CDM-^3^> KD^>^«c#^v>^?L^flaSC-4 *fflB§©itm£ 

*tl <i> M FGF-8 *p\ 7 > K a ^ >#c#t£BI* «m^<7>HD^ >3Nfc#t£fli 
^t^Ut*)ii5ifi{Sji#ffl^-r-t> ^e>^T^?-t:>^ FGF-8 tW,mvX7> h* 

■ saunas t> h'vv>wm&&mfflM<DmmwmiM£v : 7> wfyimfr&m 
mo&mztztetemizm-rzo m^mm^rcD u) ~ (27) tn-r^o 

(1) T> KD^>#^#^M^©ii^^^J-rS^^^fi5c^J:bT^W-r?>> 
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So 

(2) 7> Ynv>im : &&Mm<Dmm*wfflT2>v>)m&s T^^-tr>iastst4^ 
wt-s^wsiim^^itstH^-s (fgf-8) mmmtezmTzvanfrbmu 

#Jo 

?m:>t$mifift [DePaolo, L. V., et al., Endocrinology, 130, 1741 (1991) ] , 
7??- tr.^SSflt+lntftfl^ 7**)?>99-> [Nakamura, T. , etal . , Science, 247, 836 
(1990) ; Kogawa, E. , et al., Endocrinology, 128, 1434 (1991) ] m(D7??- 
e>JS££-gfi!S. 7^?K>©?>f-b>7 RNA/DNA [Demura R, etal., Endocrine 
Journal, 43, 403 (1996) ] , 7 ^t>GDSg^£ISg?-£££#^£&{£#^ 7 

**}z>izm<£i\sX7**-\i><Di$m&mm?z>{&ft¥s 7>?m>co7>*3-x 

So 

FGF-8 RISrStt 5 UTJi.tfi FGF-8 ^flUftfttftM 3 ? 9-271391 ;Tanaka, 
A. etal., Cancer Research, 58, 2053 (1998) ] > fix FGF-8 FGF-8 
CD 7" > *"fe > * RNA/DNA, FGF-8 &£3 6 FGF-8 ©IgfifcM*- 5 £ £ IfiX* % 2>i& 
3H\ FGF-8 fcHtebT FGF-8 ©*M6&|fl*«ffia^ FGF-8 (D7>*3-X b& 

zti*>(DmmftM&$>if e>ns 0 #&b<Hu mFGF-s^inm^s «t?>»su 

tS FGF-8 *fni7u#KM1334(FERM BP-5451)^$»{f 5>n5o 
±a©T^^ t>MMtt&*t"S^H*«fctJ f FGF-8 RaStStt**t-54»!Httx * 

&-e&7> Koy>*«#ttm*©«Jsi*««i | J-rs*». 7Z^\L^wwm&itm-$-% 

tt^TOS. ±E (1) (2) I3«BCDT> Kny>*«#l4Bft«©ia«[ 
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Mo 

(5) T^^\i>^m&n^ 7 ±13 (4) iB*07>K 

8 (FGF-8) M«H4*«"TS1»RT?*%. ±13 (1) Sfcfcfc (2) B«07>Kn 

(7) i^t^iffllflaiiJaa^- 8 (FGF-8) ffiSfStt**t- SftfC* 1 . in FGF-8 **fl 
m-*T-$)?>s ±JS (2) Sfctt (6) B«<0r>Kny>^#tt§WOJ|IWi|ifflffl o 

(8) r> K ny >#«S#ttM©l**»IBt5»I4*«l**i: btd*t*» 

#«*JH*J:0^2MnB«alH^--8 (FGF-8) ISSY£t4£W-r £Mfcf 
n*'J>£< fc* ±13 (8) i3^cDT> Kny>|^#ffiliW. 

±13 (8) ££:«:( 9 )f3S&©T> HDy>«ffiiMl. 

(id 7**K>Ba«iSte*«-rs«&ii«^ tft7^fc>«^ m^^tr^ 
^lansfti-efts, ±13 (9) £tzMiomm<D7>\ t vv'>&m&&mmftm 

(12) 7^ft>^I6S^ 7 a- U ±13 (11) I3SB©7> H 

d3) t> h'D^>*«c#ttffi^oiim^«iS'j-rs^s^ mmmmmmm*- 

8 (FGF-8) ISS?S^*^-rS^-e&i)^ ±13 (8) Sfctt(9)ffltt©T> F D>f> 

(14) aWt^fflllSitraSH^- 8 (FGF-8) PlSt£t$£;£-f FGF-8 4>*n 

JrC FGF-8 ftSftJ+SliStt^ilF FGF-8 7 >7. DNA/RNA tf> t>Mt£ti %>WM. 
±13 (7) £fcl±(13)5B«©7 , > FDy>#te#t4ffi^^m 0 
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(is) tfw^^e>*n;^ 7?*\i:>i&'&m&n&±z?7p?'V>mhWhfrt>m 
(i6) 7ti-\z>m'&m&ntf s 7* ';**^>t-$>s> ±ia (is) mmvTti-v 

(is) 7^ft>^iei^7t'j^^f->-e$>5x ±sb (i 6) emot?*- 

bT>©j£g;£i£o 

(19) S7^ft>^ r.i'fKV^ieS^ TZ'f-Y.l/ DNA/RNAx ift FGF-8 

(20) 7^fK>i^fi6fttf7t 'J^^^>trfe5s ±§S (19) IB®©7'> I* D 

(21) tt7^f-C^i*s T^K^^MR. 7^^t:> DNA/RNA, FGF-8 
i V FGF-8 DNA/RNA & »«n £ «&K S « V* S x 7* > D >7* >#c#MM & 

(22) Tt?-}f:>&&m&miy s 7*vx*?->-c<ib2>, ±a (2i) mmcomm^m. 

(23) fK7*r\Z>m£, 77ft>^SSi, T-^^-O DNA/RNA, ft FGF-8 
|ft{*:^J;VF6F-8DMA/BNA^&31«n5«BK**»^i:L'rM-r5s 7>> Kn>7* 

(24) 7^ft:>^SeStf7t'J7^f>f$.S> ±1B (23) 83«©T>KD 

FGF-8 ^fctfSC^T't So 
* ^ i; - - > fcbttt, ^iE-r &.MTT fcU 3H-TdR % t> &*$6fc if e> ft 
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(26) t> Fuyy3m&&mm(D!gmw3n&Ti7 3-t>~c$>z s ±ib (25) is® 

(27) 7>KD^ V^fiSc^lffi^^liSi^M^^I^ISii^H^- 8 (FGF-8) 

-e$>s. ±bb (25) mm<D7> ?v7>w&i&&mm<Dmm&ifflMno)xp u--> 

7> h'ny >##<#&v X?US*fflIia SC-4. 7> h'o >7* >#N&#&v «i7 *?L^3ffifl£ 
CAD02K T> b*uV>ftfc&V£tbm±mmfflMWU5 (ATCC HTB-81) , PC3 (ATCC 
CRL-1435) mtt&l-fbtiZo 

m cfc o m -r&;i£#T'§?>o 

TTanaka, A. et al., Cancer Research, 58, 2053 (1998) j ^ 3 H-TdR li 
[Tanaka, A. et al., Proceeding of National Academy of Science USA, 89, 8928 
(1992) ] «T«Wi£-rS£fc£«fcDfT"5£fctf'C*So 

mcomm^hVX, T?3-\Z> [Vale, W. etal., Nature, 321, 776 (1986); Ling 
N. , et al., Nature, 321, 779 (1986)] jtfflM&T***** r^Ofcfcx 
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t & ojii-cfe s a*, ttasswcffssn 5—0* 5 ^{±^nw±cDg 
b-ctk *}7*)\<&l mtk mums fn«im naL 

ti«fls^- h y * a ^ijdx. s ci h iz «t x&*.&mm *mm? % z. t -e t s „ 

•fx froK^^*^&ti^tbT^»**i»jR*^sc*-&sa<*^*ffiv^Tas 
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3£fc«fc t>S&£#<. lffi£AlB^feD 10 g/kg~20mg/kg *^$>So 

T * ^ t > ©ftttj £ fe ii^*^^ i: b-C fit. ^ K >#t<fcg; fctt 7 * U * * ^ > 

IMSiritfMS (EL ISA) , fi^t$^ft1fli&&^ifi#& (RIA) , ft&*iitt&&& ft^ESffl 
JIKfefe«c«:if<OftJSEiffl«flS^*!6« (ABCiiU CSA „ ^xX^^D-yrO 

4±^-y x^ro^^ 1987 ^> . uk^^miwitt 5 &tt&ft&BFAtt (im 

{b^lSlA^ 1986 3 tzXttihtf ?>n5o 

V**^7*-Y (FITC) tt^om3te«jRT5^;i/Ufc*a7 , ^^-fc:>tft#:tJ*t-Stft 

ft&mmtmm (elisa) tt±, Mjte^ttiiittfc#&*-*:r**-i:>a^ fctr* 

a v^ts? >jn»£ fctt*ne>©*g-&»ffr ts** -e-fe^ m&&m 
immomm&&iji{#m (ria) iifctx mm^r^mm^tE-r%r^9-^>^ 
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e>tc fitc 3i ifott^S. ^;i/^-^^>^— <f> e*^>&£©»*W8&*i6Ufct>i 

e7xX^>^o^r-f>^t(i, mm$LfrlZfflmiz&&TZT?3-h:>*, SDS- 
^•i;?^ '^l/T^ [Antibodies-A Laboratory Manual, Cold Spring 

Harbor Laboratory (1988) ] X'frWVrc&, PVDF m&Z^te- h D-fe/VD 

**-K>js^«a5t*Ki&<*-e\ fitc Kzcomftvon. ^m*^?-^ 

©7* K&RJfc£-e\ Sfcfc FITC fc£©mft*B5U ^)l<**i/y— 

&/bwc. ;-f>rDy ri£ (ffj^jiax^^rn hn-/i, £»j± 1993*pk 

PCRi£ (PCR Protocols, Academic Press, 1990 *E) > 4 ZsIM "7 V M 

S/a>tt (InsituM-f ry^-f-K— >3>*« ^HfclfeBi 1992 ^P) fCSfefx 
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cDNA <D£ft&3lNfcJ:— S$7"d- ^iilt^tfe^ *— .h^S**^ 

IBaicaS^TSai-bfcr^ v-£J;t^U — *«W0U7^E> cDNA 
mRNAt^ eaJ-^->«c^©ai»*Jlfilyfc7 , ^^-K> cDNA ©^g&a^fcfc— SPS^D — 

$5>tc N fgf-8 £T?*v>&T>\!nv>im&vmm£.M\sTtttommiimm 

tfJSfcSifcipSK 7^^E>ii FGF-8 fc&#»fc3^ttTOfctftdii:fctt^-rs- 

FGF-8 £s ^T^^tT>ifi;<*:$>SVN{i7^';^^5 L >&^©7*^5 L t:>^ma^ 
i3 .fctftfi FGF-8 Iftifc'fcfijfcjaf*, iiSlfe^gfWSJICJ: D> tftffl*fcfcfc3£* 

Sfctis 7*^?-fcf>Sfc&: FGF-8 §3- DNA &5V>H:RNA> ifcttt'^? 

& -a ^ ttpi$ c«ffl * fc tt» r a ^ a*? s * o 

95 1 Bl 7>HD^ t> XfLffimm SC-4 * J; V CAD021 tg#±?*cD^ ^ 

nih3T3 tztt? zmm{%mm&*mi-o 

mzm T> foyv^ttv^^fLitt CAD021 «l±t*^HJ >t77 
n-^*^ATf»»LfclI^©v»>x»«t^«IIJ!S NIH3T3 £*rr St§^5i7£t$£^ 

to 

NIH3T3 t^rsiim<SMrS^*<t^#^<D^{EM^fcM-rs7^y^^^>© 
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m*m Copper-chelating ij^ &-emH[sftm&#(D79*-\Z> 0 A&&=.** 

m$m m%k7>73-\Z>A, T*^£>B. T^bT>AB. ^.fctfT^t^A 

i6i flHRrf^t^A, T^KVB. 7^fK>AB, :B<fctFT??- tT>A 
il7'^^t>Bil£D?g^©7'> KD>f>|^#^^^?L^IS SC-4 iZtt?Z>m 

FGF-8JtMitu *5J:t>*FGF-8^ST(343{tSm^T^^t:>A, 

#te^v^^?L^m sc-4 c^r-r &mmvimm&.&7jiTo 

>mm^^^%mmm sc-3 to (i/->2) . 

sc-4« (u->3) . r> Fnv>mm-?vxm,mMmsc-4i®M (i/->4) . 

T> KDy>^jpJ^^^fL^«BflS CAD021 mm iU — > 5) . T> h*Dy>«v 
*?Ug*lB& CAD021 iffflBS ( P — > 6 ) <D , T * t > £ B. FGF-8 33 £ G3PDH <D mRNA 

£ RT-PCR&C«fc D$tffiufc*sm£^-ro 

j&*«e^» nih3T3 ^flgic^-r zmmzMitm 

T > F n y >2Ete#t4^ ^ >^?L^$flB& SC-4 [Nonomura, N. , et al., Cancer 
Research, 48, 4904 (1988) ] &±l?7> F u V >#te#&v*X?Ug*fflSS CAD021 
[Noguchi, S. et al., Journal of Steroid Biochemistry, 32, 479 (1989) ] M 

■?*7s%mm®. sc-4 cado2i (Dm&Tzmmwn*. -^^^mm^mmm. 

NIH3T3» [Tanaka, A., et al., FEBS Letters, 363, 226 (1995) ] (DmmUMfe 

0.5xl0 6 <@tf>T> KDy>#{ic#ttve7X?L^«SC-4 gfc'fcfc 0.8xl0 6 {®<DT> 
Kny>#-fifc#ttv^x?L^TO CAD021 h?>f + -3-^*11/^ 



12 



• 



WO 00/62809 PCT/JP00/02544 

f&Ollhm (FBS) £ 2%^tf DMEM:Ham's F-12 (l:hv/v BTkMmtWl) fcfllMft* 
ftBHBUT lOO-mm^ v Z/ J-lztiuz., 37°C C0 2 <i y**.^— 4»"C«f#Ufc« § 
B, ^#^Jfe£FBS£^£:&V>DMEM:Ham's F-12 (1:1, v/v BzkSS^tM) ftJttSE 

NIH3T3 fflB£M3: Siaaiil£jij5ttg)ffMHi 

NIB3T3 M^** h7>ft-3-MlU; FBS * 2%^tf DMEM:Ham's F-12 
(l:l,v/v Uftmmm.) ^HtMU 96 <i7:^l/7-W-h<Z>£-<^;i,l;:3 xl0 3 8B 

flg/ioo ^ SB, %««Jft*Wt*u. *8t!J->r;i/*$*t i%fbs 

$ftD DMEM:Ham' s F-12 (1:1, v/v BzlcHJftttSl) 1$% 100 p. 1 fcSn^igitbfco £ <b 
£ 2 Blffl*S*bfeaK:N ifc*i3*fe*IS**U l%FBS^SnDMEM:Ham'sF-12 (1:1, v/v B 
100/4 lSJn^T*#bfeo2 0«fc^lttCTaiiaka, A., etal., Cancer 
Research, 58, 2053 (1998) ] fcB«©3&»Kl«V\ MTT r Ty-te-f JRfc J: 

fugssaiBS'sc-4 m#±fi^^n-?n 5055. looxasan-r* nih3T3 siBs^-r sitji 

<£3tT£te& 132.5+11.3%. 158.8±3.1%-C-feofeo 7>FD^>#«(#14v 

-i7*?u§Sfflfla CAD021 tMLttHMix^n 50%. ioo%^»p-r s nih3T3 *MSfc**r 

2>lf$fi{£3trS^«:156.3±2.5%s 153.1±2.5%-e£>-^£:o fel±J; tK 7>Kny># 

4ft#tsHBBo*«±*K:ttx nih3T3 mm^nr zmmizmMm&gz&btitzo 

nih3T3 a^fc»-rsii«[«E3e?gtti»R©»» 
±ibi fc3%ufcT> h* d t> x %&ffl%& sc-4 <Dmm±mi3£V7> 

YU t?*%Mffll& CAD021 <E>lg#±fS£. XFtfc [Tanaka, A. etal., 
Proceeding of National Academy of Science USA, 89, 8928 (1992) ] !3*fc£>;£& 
\Z$t\,\ ft^M 10 *u?)\s h >l^TcD^^^|^*-r 5 Pellicon-Labocassette ( 5. U 
X?#M) ^m^xmmUi^tff^tco Xm. [Tanaka, A. et al., Proceeding of 
National Academy of Science USA, 89, 8928 (1992) ] Ett©£Sfefc:t£v\ Wfcil 
tzmMi%M±m%: O.lMNaCU 0.1%CHAPS{3- [(3-cholamidopropyl)dimethylammonio] 
-1-propanesulfonate mftffimoLm&WL} „ 2mM 7 ^)^7,JV7 *-JV7)\,* 

4 K, 200 ix g/ml n-f^r^>^tf lOmM Tris/HCl (pH7.5) (WT, 
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^mitmrnrnt^r) r-^^bufc^^u ^770-7*7^ (f)\<®m imi : t. 

^U>#7A?§mikfr©r§t$8u _t§31£7Sbfc NIH3T3 

>> b-n>y>^#tev^^?L^fia CAD021 mm±m*mwi bfc^^ 2 ^tc 

D ^ >im&& v £ * fUKifflllS SC-4 J$#±?f fcOV>T*>* N IH3T3 fflm<D%te1%M& 

te&jtau imc^ui^^ o.3MNaci sad®^{-iaiR$nfco 

m 1 * 

•tf-XrTVl' NIH3T3 JftBSSif 



sc-4 mm±m + 

0.3 M NaCl }gtii@3# + 

0.6 M NaCl^lii®^ - 

2 m Naci^aia^ - 



7>\tnV^fttii&&^$X%MWACm2imm±m&'O^Xti:. 0.3M NaCl ^ 
mBtf-fclUHXU ±§E¥«telMffraT?¥*rfbUfc Copper-chelating £5>A 

lOmM, 20mM <Y 5. ^V- ;i/£^tr¥«<US®i££ ! & 5ml fDti^ AC»U *7AC 
MLfc*>^**£IS»tfSHibfco *miil«-©?S<4tts ±fBl£^Ufc NIH3T3 ffii 

?®tiiJR£)|g 2 iCSUfeo NIH3T3 fflflSQigftH&Ift&tt lOmM W 2. 
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m 2 « 





NIH3T3 ^BtaitJIrStt 


^^y>-^7^A 0.3M NaCl$gtfcJ@J# 


4- 


Coppei^chelating #:7-k 




2mM yUSaJiB^ 




5mM ^^/-^gffll^ 








20mM "f^yy— /^mitimft 





3. 7> Ko^> i*Nfic#tS v * * SJgJffllflg SC-4 iglSLLfg * © NIH3T3 i«ii$g<£ji 

T> KP^>^«c??«v^^?L@iffllflaSC-4d3cttJ f CAD021 ig#±7g*©JiSi{SiltS 
tt«sHtt±iB2©^/^U AS^i&MMfc^-C 0.3M NaCl t^tU^nfeo 

FGF 7?^ U — <Dtt!JfiH-?au ^ U >^<Z>MH£jbs^# [Burgess, W. H. et 
al., Annual Review of Biochemistry, 58, 575(1989)] , ^m^ixfcliJUEMrStt 

mm±^v>^<Dmm^mmizm^^t:i>^ fgf 77^ u-oDJijtB^cjg-r 

±gBS&««aHt±x i^««^IS NIH3T3 ifflflatw*r-r2»Ji59{£3itSt4SWUT 
^SCt^fj. TGF (Transforming Growth Factor) -/J7-;^-77 5 'J-tIt?> 
^S^Jf^Hfco TGF-/5.7, — J* — 7 t 5. U— <Dtp-eftfrWm<Dm&'e<DftM&&^ 
T??-\Z> [Munier, H. et al., Proceeding of National Academyof Science USA, 
85, 247-251 (1988) ] fc&S LTWT©(B«f fctr^fco 
±E2 7?»5>nfe NIH3T3 *fflBS©ii5t£{i£jI-f 3«t$£^-T3T> HPy>*«# 

ev^^Maua CAD021 *&*±$*<zw^ v >*7A*ffl'vVfc»M^4 1 

«t -5 ±13 1 TZWs bfc NIH3T3 ttU&feft l^tzi^MT v -fe -f mzmm U £ *> tzffi& 
ith7t'U^f> [tRB National Hormone & Pituitary Program <D Palow f#± 
j;t)CD#t# : Journal of Endocrinology, 154, 535 (1997) ] lOnM £&3 
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^•C5^^^3E{-^bfco t h:7*U**3 : ->fcmiI& lOnM £:fc^-t. NIH3T3 

i^fiacDJisitc^rbT^^^^'&^^fc^ ^y >*^A£^^T)ms!££nfc@itf^• 
©;t1-3 NW3T3 m©^m£{£^t-£?s&^ hhs^ 
> ho-^tbTffl^fcmsibfe^^^^^try a (/?ii*^-a<£ : /? A 0 A) 

[Hasegawa, Y., et al., Hormone Research, 41 (supplement 1) ,55 (1994) ] \± 10^ 
lOOng/ml fc*V>T NIH3T3 31fla©Ji5g ^{Sit-TS 3 t> fccttf 7 10nM 

7>h'D y >2Nfc#tt V X%ffifflM CAD021 8IU&©%£±flt NIH3T3 *fflfl§£*t 
rSJ83HSJi?S<4«±7*y^^^>fc:J;DffiS*nfccii:*»e>^ :7* y **^>*S£• 
a^£bT^£ftT^^£:^? L ^>©??£#^£2'^fc° -?-T% _hfB2T*^bfc^ 
Copper-chelating*^ AlCfc »3*SMUfc NIH3T3 ^BS^-f SJf$Sfl&itSt£®#©7' 

Xffi [Tanaka, A., et al., Cancer Research, 58, 2053 (1998X ] <Dfimzm\ 

io~20%^5 v^-y v * y TV y ;i/7- ^ (*— <b*aaa> fcffl v^fc sds-page * 

±iB2-e^#UfcCopper-chelating*^A-e^MbfeH^© 10#© ll^'T/l/© 
l/-:/C©*fc&«SUM»U PVDF m (/W^7 9 K*t«) KHE 

^Ufco £*UC 10 ^«#R©ttT A *P— ^Hfctt [Miyamoto, K. et 

al., BBRC, 136, 1103-1109 (1986) ] £Kf&£-fc»\ ECL Plus detection kit (TV 

^■CD^«:^4ia(3^bfco Copper-chelating*^A-??i!tiibfcH^*(c:> Wrt 
A ^ y ^n—^HftfftlSiB-rs^fiiKl 14.8 ^t-uV)V h >f*3E©/*> F 

[7^fK>/flAi (^mi8^rn^;Vh» fc^>tK>a (^*18*D^;i/ 
b>) liD^D^V-] ^©T^^lf^/? A(D^> K i&Lfco ££oT. 
Copper-chelating *7 A^MSUfcBMM»£H:7 , **-e>/? A ^Sn^^i:^ 
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rti-Mi'i? nih3T3 mm<Dmmismm&<tonx'$> z^t &mm? mm 

Ufc^>T*«> A(/?^*^rllg#:/? A0AK B (jS^^-fite : 

/? B /? B) , T^-?- K > AB ( /S^^^E^Sffc : 0 A /3 B) [Hasegawa, Y. , et al. , Hormone 
Research, 41 (supplement 1) , 55 (1994) ] *«tlWSJftitt b-f >tt> A (a«/? 
^^^p-fi<^ : a A /? B) (^S National Hormone & Pituitary Program S£) 

^0D^m^^5iaiC^bfco 3 aomMT'^^t^tis ^X«*«»«H= NIH3T3 

jfflflaoJiJUSjiTStt^^bfco -r >tt> AtiNra3T3 *iflS£2t-f &ii5i<£M 

iStt&£<ij*£&iPofco f^t, NIH3T3^HSC*rr5ia5IiSji?£«^ flfc©*^ 

4. t > h o y >imw&^ t> xmmmm sc-4 izn-r ^7^ft> ©it ^it^ 

VAT, ±ffl3Tf^Ufc»KUfc«>2/7'^^K>A. T^bT> B 45 imfO AB 

>> HDy>^tS#tt^^M«HB SC-4 4r^h7>ft-3-;i/ilbfc 
FBS * 2%^tS DMEMrHam' s F-12 (1:1, v/v Bzk3S3H*tS!D U 96 

\s-h<D&t^Mzi.5xivmM/iQo jLti-r-Dtm^mmxyito sb* «*^ife*» 

^mk^yrfr^tS 0.1XBSAmJDDMEM:Ham's F-12 (1:1, v/v B*£l&|±£D 
flfclOO >a 1 jpjL^IUfco 2 B«fcJ$**S»*2£iJlU £££ 1 BB8**l/fc«K:A 
ffi [Tanaka, A., et al., Cancer Research, 58, 2053 (1998) ] t;:f3f& 
Vn MTT 7 * -fe -i & lz «fc D Jg*»*©*BlSR**lJ£ U fco 

* lOOng/ml OftfiETtaanf & 4u 7" > K n y v <i7*?U§i« SC-4 ©Jim 

tt^iDJ-tt^T, *ft*ftl45%, 138%£&ofc 0 -2k C > A£J;tf T 7 ^^- 

K>AB%^inufeJa-&©ii5fi{±^intit^'rs ^*venno%, ioo%T-&ofc 0 
w sc-4 iztt-rzmmfeMfe&tfm. b-m^zt&wztphteirzo 

T> Faf Shionogi carcinoma 115 <DJr— >ig 

mvant uTEm^nfcFGF-8ii, t> f p y>m^^Mm(omm^t.vxm.^ 
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£>2> b$&££tiX^2> [Tanaka, A. et al., Proceeding of National Academy of 
Science USA, 89, 8928 (1992) ] 7*> K n ^>#Nfc#t$ffi*T-<Dll^£-o^T 

^(Df^^mi El^^bfco SiM FGF-8 [Tanaka, A., etal., FEBS Letters, 363, 
226 (1995) ] fcfc. S0ngMiz1o^xm®lXT> K a >f 7>*Mm«& SC-4 

©itftfcfl^rSiSttSc^UT^fco ^^IC S T^KyBcfciZFT-^tV A £7- 
B fc©S^«Bttx lOOng/ml ©aWEfc^T FGF-8 ©^-T2»^> h*P^>#«c 

#t*vH7^?L^iiEBfla sc-4 jf«[{SBitgtt**e>cug?a"rs^ffl*^ufc. 7?3-\z> 

A&±TI7?r\Z> AB tw(± FGF-8 izX 2>mMfemm&*M%iT SflUBttRSfr&nS: 
J5l±©lfilll*» £ > 7^fK>B'#7>h'Dy •> *?U«*ll!S SC-4 ©it 

ans34iwc* a c: fgf-8 i±7 > h* n v >fc&&.mm.mm.m&(Dfrte e>?7>\* 
nv>&m?&^tz%M%m sc-4 izM^x^mm^M^^m-r^^t.. &<£t>* 

FGF-8 0«t57>Koy * XfimfflM SC-4 if5iI{£iirSt£«7' 9 t 

5 . RT-PCR act «fc 5 T > H D ^ v ^ILM SC-3, T > h* D *f 
#^£*M*IBiaSC-4$3J:tJ c CAD021 fc&tta FGF-8 33 .1:0*7* mRNA<E>*& 

m 

7 > k d v ^ *?umbs sc-3. t > h* o y x%mmm 

SC-4*Jit5CAD021 IZ&VZ, FGF-8 &&V79*\£>(Dmh(Dl&&&&Vfm&1b 
£ N RT-PCR «fc D&fttbfco 

7>> Kny^^ttv^xgygjjfflfig SC-3. T> Ko>if>TO#t$v>>^?L3S*fflflS 
SC-4 iiJ:^ CAD021 tt^©7> K n y >#!l»tt N ;fci§K [Tanaka, A. et al., 
Proceeding of National Academy of Science USA, 89, 8928 (1992) ] IBf&O^&c 
iz'&^ft ^tcofflMfr%<D±WhCDMWl&£V : n-PCim^X%&lTanaka, A.j etal., 
FEBS Letters, 363, 226 (1995) ] I3tt©#Ssfc^>ff^ fe» RT-PCR aj{i±^©^ 

r^^V— by riiUTx iB9»JMli3<fcrf 23B«©-&fiaDNAx FGF-8 t&Hlffi 
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^(D^mMomi^tMz.m^m^^n^y vu-)im^^^t> 7. g3pdh 

3g^^(Glyceraldehyde-3-phosphateDehydrogenase)^t±iffl7"^'l' v— fe y h (Mouse 
G3PDH Control Amplimer Set) ti^D->r'^ttJ:!)IAU;o 

nfe&^tfT&mmm sc-4 cado2i v> orna ;i ta^re^ix 

feo 

T> Koy>^te?¥i4v«>^fL«liaiJiaSC-4*J:tfCAD021-ett. T> Kd$*>*!|» 
43J:VI«Jl«»K:Hto'&"r7 , ^^.li>^BlH mRNA ^m^tifco 7> h*P>7*> 

«c#^-x">^asjN8iia sc-3 -c-{±t> p-Dy>*y»*J:vsRj|«ij*icHt)e»"fT^^-b: 
x^&v^susots sc-3 (DMz^m^n, r> h-ny>ifiM7> fo^>« 

XZimmM SC-3 *S,fctF7> KDy>#«c#{$T^X?L^BS SC-4 33 J: V 
CAD021 T-{±tfem^n^2>-ofco 

W±©«g*<p ^ 7>Koy >fla5M4MBu 7>Foy >$'J$TFT- FGF-8 *M3i 
-t3#> 7*^K>/3B£Mbft^e:fc#BJl*>2Pfcftofco 7->KP>7*># 
tt$1£IB* FGF-8 M£ U ft v» ip\ 7* * ^ E > £ B « * *" S £ tfW 5> *p i: ft 
-otzo C©«gStts 7->>Dy>te#ffi<P6*tt#ttMS|-r5«K:«l|J!a«± FGF-8 M 
7^fK>/8Bl4^ift5ih^btU5. SeoTs ttMB® 
FGF-8*J;VT^^t:>/?Bt§<DM^tBft^m-rS-^fcJ: tK 7> Kpy><fc#te 

*f6Wfc«k 07> KD^>^#^tt^©^i5<fc^Wflc^fflftT> Kny> 

2 - x^Mn<Dmm : £rs£ dna 
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mir^n^^vFmmmmmmm^-s (fgf-8) mmm&itm? ^m^^mt£ 
m? zvon-C'&z. mmm i * a 2 sa^o^ >hd^ >#Mfc#^^©it^jtf ©jaio 

Mo 

5. 7^ft>^I6S^ 7t'J^^f>T*$^ »*a4!3«©7>Kn 

8 (FGF-8) IMf£te&#fS«JirT?»5. MOm 1 £fc 2 gatt©7* > K n y ># 

7. ^M^iSB8SiimEg^- 8 (FGF-8) M«tt**-T-5«5R^ ta FGF-8 +jftJift 
ft FGF-8 SWt'SlflflE^JlV FGF-8 T>*-te>* DMA/EKA A»e»»tfti5«JK^ 
H^ll2^fc{±6f3«©T> KDy>^«i#ttll*0«»Siai*J#Jo 

WTi>W43<tl5i^l^JjSti®S^-8 (FGF-8) MiStt*** 3 

ti 5 >}>t* < i: & 1 wntb it a»s 8 mmo t > k d y >$mp&mm%immo 
11. 7?m>mmm&*m?zmmti ! , mT?m>*%\mk. 
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8 (FGF-8) MtStt5fc*fr5«BJtT?&SN tt$J£ 8 9 IBm©T> h*P>f 

14. ttKMUBMliKH?- 8 (FGF-8) KSffitt4tt5«W^ J7t FGF-8 
fcxifcs trt FGF-8 §£«#*»in;fM3«fcTJ t FGF-8 T>^-fe DNA/RNA 5>attiT,*«!lH 

16. Ti'^t^iaf^t'J^^f^T^Ss 15 IB«0T^^K: 

18. T^ftfV^ieS^^tU^^f^^ Mf&Bl 6im(D7?3-V 

19. IfcT^K^Ifcifc 7*W>1£<£&&R. 79*}Z> DNA/RNA, Jrt FGF-8 
^i^^«fctJ ^ FGF-8DNA/ENA^e > M{^i^^^JWSfflV^?)v T> Kn^>^«^M41B*0 

21. m^p^ym^ Ttmz^&m&n. 7?9-\z> dna/rna. ^fgf-8 

Ift^fccfctf FGF-8 DNA/RNA fr^Mfcm 3 t>lf£^ 5s T> h* D 7 >«#tS|ffll!a*» 6 

22. 7^fK>J^SaHtf7*U^*f^fc5, 8ff*JS 21 ffl»0»«f*iS. 

23. SKT>7*\Zytm, 7^f-K>IS^ia)t, T^fcT^ DNA/RNAs £rt FGF-8 
#[#43 <fctf FGF-8 DNA/RNA Ut^f 1 5. T> h*oy 

24. 7 , ^f-K>*g^«a5i**7*'j^^^>T?a&5, it^is 23 YU 
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25. t> fur>&(&fflmm<Dwmwt%m^iz> r> pa7>im&&mm 

26. T> Koy>#^#&ffi^®^^©#T^t>T!fc2K at^S 25 IB® 

27. 7> Hn^>^«#i41!il»(OJt5i%f|tfm6^fflJ^aH^-^ (F6F-8) 
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7 t>=f-\± >mWt : 1 00 ng/ml 
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gs n ^ 

SEQUENCE LISTING 
<110> Kyowa Hakko Kogyo Co. , LTD 

<120> Growth inhibitor of androgen- independent tumor 

<130> 11204W01 

<140> 
<141> 

<160> 4 

<170> Patent In Ver. 2.0 

<210> 1 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 



<400> 1 



cgagatcgca tccgcaaacg 



20 



<210> 2 



<211> 21 



<212> DNA 



<213> Artificial Sequence 



<220> 



• 
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<223> Description of Artificial Sequence: Synthetic DNA 
<400> 2 

cactcctcca cgatccatgt t 21 

<210> 3 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 3 

tttacacagc atgtgaggga g 21 

<210> 4 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 4 

gtagttgagg aactcgaagc g 21 
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This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 
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because they relate to subject matter not required to be searched by this Authority, namely: 



2. Q Claims Nos.: 
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This International Searching Authority found multiple inventions in this international application, as follows: 

Inventions as set forth in claims 1 to 7 pertain to proliferation 
inhibitors for androgen- independent ttimor inventions as set forth in claims 
8 to 14 pertain to remedies for the tumor; inventions as set forth in claims 
19 and 20 pertain to methods for the diagnosis of the tumor; inventions 
as set forth in claims 21 and 22 pertain to methods for the diagnosis of 
the conversion of androgen -dependent cells into androgen- independent cells; 
inventions as set forth in claims 23 and 24 pertain to diagnostics for the 
tumor; and inventions as set forth in claims 25 to 27 pertain to methods 
for screening the tumor. 
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In contrast thereto, inventions as set forth in claims 15 to 18, which 
pertain to methods for detecting or quantitating activin, never relate to the 
above- described androgen- independent tumor or androgen- independent cells, but 
merely the same antibody, etc. are employed in these methods. 

Such being the case, the inventions as set forth in claims 15 to 18 
and inventions of any other group are not considered as relating to a group 
of inventions so linked as to form a single general inventive concept. 



Note in International Search Report 

Although it is stated in claim 18 "the method for quantitating activin as 
set forth in claim 16", invention as set forth in the cited claim 16 pertain 
to not "method for quantitating activin" but "method for detecting activin". 
Since the citation of claim 16 is seemingly a mistake for the citation of claim 
17, this International Search Report has been formed on the assumption that 
no such mistake arose. 
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